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Ms. Amanda Bryce Ncrton 
Chief Mediator and Ombudsman 
Office of the Commis3ianer 
Room 14405, W-7 
Food and Drug Admir&ation 
5600 Fishers Lane 
Ro&vii~e,MD 20857 

September I 1, 1997 

Rl3: Pan’ostat@~ NDA 50-7’74; Request for~Dasignaff on 

Dctar Ms. Ekyce Norton: 

This request is submitted.on behalf of c+r client, CoiIaGenex 
Phannaceutkals, inc. (wCollaGenexH at the ‘Company”). We hereby respecffUliy ask 
that the Food and Orug Admirtistraffon CFOA” or the ‘ageniP) designate the above 
referenced drug, tiich is the subject of a pending new drug application (TKIA”), as 
subject to the pmvisiotis of section 505(b) of the Federal Food, Drug, and Cosmetic Act * 
(‘FDC Act-), 21 ti2S.C. 5 355(b), 

VVhiIe we recognize this is not a typical designation request that is submitted 
Jnder 21 C.F.R, Part 3,, it nonetheless involves a significant product jutisdIdfonaf 
question appropriate for resofution &y the Ombudsman’s office. The pnxise issue 
addressed herefn is whether PeriostatQD Is property Subject to the antibiafic pmvisions of 
;&ion 507 of we FDC Act, 23 USC. 5 357- In this regard, Periostat@ does not meet 
he statutory $efWtion of an ‘antibiotic drug.” It b a synthetic drug that is neithq 
ntended for use as an antimicrobial drug pfaduct nor is it clpabte ofinhit3‘Bing or __. --- 
lestroying microorganisms at the dose levels that am utilkqi for periodontal disease- . - 
therefore, PeriostatbD should not be subject to the antibiotic provisions of section 507 of 
he FDCAct 
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Futielr in c&e&n with ,Ms designation request, we respectfully request 
a waiver uf 21 C.F.R 5 3.10, assuming the ~ppbbky of 21 C-F-R Part 3 io this 
request. This provision provides that the application review ctock is stayed during tie 
pendancy of review by the product jurisdicfion officer. Since this request does not pertain 
to which center(s) wittrin FDA should have primary jurisdktian, but rather to which section 
of the FDC Act is pertinent Eer the approval of PeriostatriD, no masons exist bo @ay the _ 
review af the pendfng NOA for Periostat@ because afthe submission of this designation 
requesti Any decisiun in response to this petition will not affect furisdfdian ufth6 Cen@r 
for Drug Evaluation and Research (Tout”). whi& is resFjonsibIa for review of the NDA 
for PeriostatQD. We assume therefore that the waiver. reqyxt has been granted upon the 
acceptance far filing of this designation request by FDA, unless we hear Ottterwise. Nota 
that If this request fs not granted tipon acceptance of this’petion for fiilng, then you 
should consider this submission withdrawn, -* 

In actordance with 21 C.F.R- § 3.7, the folIowing information is 
*thmitted: 

1DENTi-IY OF SPONSOR 

CaIlaGenex Pharmacwtkais. inc. 
301 s, St@0 street 
Newton, PA 18940 

Establishment Registration Number: Not appiic;3bIe. 

Company Conticf Person: Mr. Christopher V. Povuala 
Director, Drug Development & 

Regulatory Affairs 

Tdephane No.: 
--- - 

21 S-57S7386. extension 16 
-. - 

Facsimile No,: 215-579-8577 * .1 - _ 
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W z . A m a n d a  B ry c e  N o rto n  
q & z m b e r 1 1 , 1 9 9 7  
P a g e  3  

C l a s s i fk a ff o n  N a m e : 

N o t a p p l i c a b l fx  

C o m m o n , G e n e ri c , o r U s u a l  N a m e : 

D o x y + fi n e  h y & te  c a p s u fe s  U S P  (2 0  m g .) 
I 

P ro p ri e ta ry  N a m e : 

. 

C h e m i d , P h y s fc a f, o r B Io l o g i c a l  C a m p o s i ti o n : 

E a c h  P e ri o s fa tc ? l D  c a p s u l e  i s  fo rm u J a te d  to  c n n ta i n  2 0  m g  a fd o x y c y c k a  h y c J a te  
U S P  a s  th e  o n l y  a & e  i n g re d i e n t *  . >  

S ta tu s  a n d  B rb f R e p o rts  o f D e v e l o p m e n t W o rk - 

W i th  re s p e c t to  th e  i n d i c a te d  u s e  o f d a x y c y a n e  th a t i s  ti e  s u b j e c t a f th fs  
re q u e s t, i n  q 9 8 3 , i t w a s  d e m o W ra t&  th a t a  s e m i s y n tfi e -tk  te trx y d i n e , 
m i n o c y c l i n e , c o u l d  i n h l S t to tl a g e n  b re a k d o w n  i n  th e  u n a M ~ ~ k d  d ’i a b e tk  g e rm - 
fre e  ra t m o d e l  o f p e ri o d o n ta l  d i s e a s e  b y  a  m e c h a k u n  i n d e p e n d e n t o f F ts  
a n ti m i c ro b i a l  p ro p e rti e s  ( V o l - 2 .2 . p p - 2 1 -2 8 ). F u rth e r s tu d i e s  i l i u s k x te d  th a t th i s  
e fk c t w a s  a c fti e v e d  b y  4 Io c k i n g  h o s t-d e ri v e d  m a & i x  m e fa l l o p ru te l n a s e s  
(‘M M P s ”) (a A l a g e n a s e ) a n d  th u s  i n h i b i ti n g  b o n e  a n d  c o fIa g e n  l e rs a , A n i m a l  
s tu d i e s  h a v e  d e m o n s tra te d  th a t th e  te tra c y c f& s , w h fc h  h a v e  b e e n  c h e m i c a 1 l -y  -_ -- . . ..- 
a l te re d to  re rrd & H i e  m o l e c u l e  to  b e  d e v o i d  d f a n y  a n ti -m i ~ b i a l  a c ti v i ty , a l s o  
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- 

S i n c e  i t k  i m p o s & J c  tz z  i n c l u d e  c o p i e s  o f: a l ! & k  @ k rr~ ~ &  i e rfs n n a ti s a  - . -- - -O - - A  
w i th o u t e x c e e d i n g  th e  p a g e  l i m i ta ti o n s  s p e c i fk d  a t 2 1  C L F R  5  3 .7 (c ), w e  a re  p ro v i d i n g  
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-. inhibit other matrix metallopmteinasea, such 9s geiatinase and mawphage 
elastase, and tius can inhibit conrrective tissue dstruction by a’non- 
titimicmbiai mechanism (Vol. 2.5, pp. 4-l%)+ It aIso was found that doxyc@fne 
was the most potent inhibitor of MMPs of all the cummetialfy available 
tetra~Cfh?S. 

It has been shown in clinical studiea that wllagenass activity was red;& 
in gingival creviwiar fluid as well as in adjacent gingival tissue after 14 days of 
20 mg b,i.d. doxycyfne bydate adminisbatfan (Vat. 2,109, pp. l-8; 9%101). 
During a IZ-week study evaluating tfw effects of dcxycycifne hyda&, u) mg 
b_,i.d, and pla&a in patients wfi adult periodontftfs, it was demons-bated that 

- No significant changes in gingival inflammation occurred. but there 
was a significant reductiun af gingival crevicuiar fluid fIow. an 
indication af MMP activity; 

l Clinical parameters of tissue breakdown, Le., dinicxl attachment 
level and pock& depth, were significantfy improved; 1. c 

. 
0 Gfngival &vicular fluid cullagenase activity was stalisti~fly 

signifimntly reduced by 47.3 percent; 

Description of Manuficturing Prtxt3323: 

CoUaGenex relies on third-party contract manufacturers to produce 
doxycydine hydate. tile active ingredient in Petios2atQD, and to mantrfadure the 
finished dosage form (VoL 1.1, CMC Sectfan), 

-:- -- -_*- *. .------ 
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. Description of Mod& of Action; 

MMPs ana an impurtant family of dno and calciumdependent 
endopeptidases secreted or release;f by a varicrj, of host cells (e-g-, 
polymorphonudeocytes, macmphages, bone c&f+ and fibrubJasts) that function 
at neutral pH and use the various uxxtituerats of the extracellular matzix ss their 
substrates. these pmteirtases am involved in normai physiologic events such ’ 
as bone remodeling and invoiution uf the post-p&turn uterus- A variety cf. 
pathologic prrxesses are charadertzed by elevated*leveis of MMPs, however, 
giving rise to increased connective tissue breakdawn. These disease pmcpql;es 
include rheumatoid and osteoarthritis, osteapo&is, and cancer metastasis. In 
paticuiar, it has been shuwn that ad& periodont@is is acmmpanled by 
increased IeveIs of neutrophil collagenasa in the gias,ival cxevicular fluid, 

Unlike existing treatments which focus on tW&xt.erial fn&ciion * 
associated with periodocttitis, Periosti@, as a MMP inhibitor, dku@s tie chronic 
progressive tissue degradation characteristic of the disease. As discussed in the 
Pehostat@ NOA (Vol. 22, pp- 21-26), the active ingredient in P&c&at@ a. 
(doxycycfine hyctate) treats pen’odonlitis by inhibiting mati mefaliopmteinases 
(hi, leukocyte-type and flbmblast-type cnlfagenase, gelatinase, and 
macmphage elastase) (Vol. 2.5, pp- &15f), Thfs mechanism of action is 
independent of the drug’s antimicrobial properties it higher dosage levels (VoL 
218, pp. l-50). 

As atso discussed in tie Periostat@ NDA. doses below 50 mg q.d. 
doxycydine hyr&te are not effective in providing a measurable ant&act&ai 
effect (vol. 2-18, pp. 1-50). The data and infumtaticn submit&d in support of the 
i%xiosbt@ NOW confirm that daxycycfiie hyctate a% doses af 20 mg. q-d. or 20 
mg N-d. ‘pmvide a semm doxycyciine concentration below the minimum 1 .O 
.~glmL~doxycycfine concentration (Vol. 25. p- 77), The resut& ahaw that plasma --- D 

_ - concentrations wefe at a steady sbte.bv day 7 for the three tnzatment groups, 
wti the mean pre-dose plasma doxycydina concentratiions at stead3 state 
fanging from 0.13 to 0, t 4 jfg/m .to O-31 ~~,glrnL - .;-S-,-- -a* .-- 

I _: -. -. f&&&g 20 fqqj& 2(5 &fjT eciively. The 
mean steady state concent@on and the rne-?n steady state maximum - --T----- 

.-- cancenmtioPr values foilowing doxycyciine hyciate treatments af 20 mg q.d. and 
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PO mg bli.d, were aii statisticaIlysk@fGxMy fpwer: than 1 .UpgfmL,-the accepted 
threshold for amtknicmbial activity. 

. Also, in terms af this reque& noncfinical stud& c&d in the Periostat@ 
N DA using cufture plate analysis and speciation via DNA probe analysis showed 
no anti-bacteriai efkct of doxycydine hycfate 20 9-d. or 20 mg Ed. (Vck 218, pp- 
t-50 and Vol.219, Report 573ZllF). Na e&cts were observed on Mai 
enaerobic backria Actiimbia~us acfinomyc~femca~~~ Flreuo~i~a infemredie, 
or Purph~monas gingivarrj;. Fusobadti., ur Actftiomyces firm the pen’odontium 
of patimts wiih ad& periodantiih, 

Recent studies have shown that doxy&ine and novel tetracydiie 
analogs chemicaffy modified to render them devoid ,of antimicrobial acSvii can 
inhibit connective tissue breakdown. by a variety of direct and indirect . 
mechanic indudhg (Ml- 25, p. 4; VoC 2.2, pp. 21-26): 

1. Direct, non-campetitfve inhibition of active cajltigenase, which 
appears to depend on the Ca* and zn++ binding propert& of 
doxycydine; 

Z Prevention afthe conversion of pro-cotfagenase to coffagenase, 
which appears to be independent uf metal ion binding properties: 
and 

3. lnhibftion of the degrahation of the serum pn~ein, a,-pruttinase 
inhibitor, 

Afpha+-pmteinase inhibitor is invofved fn the inhibition of other tissue 
destructive enzjmes such as eiastase which are not dfrectfy fnhiEt.ecf by doxycyciine. . 
t/laintenanc.~~~Qf..biQh cxlncentratians Qf a,-pmteinase inhibifur in tfssue waufd prabect _. ..- I_ .-- _- 
zlastase-susceptible connective tissue companents such as efasti&be~~,~bmnectfn, 
3nd ptiteagfycane, as well as maintaining high levek of the naturaffy ocuming TfMPs 
;fisslreinaf ~eXafIoprc6ti.~)~ ~~ti*-a~~ z~~-~~~~~~~.~~~~-~:~-- -- %L----*- - . . 

-- 
-- r . 

- .>.. . _ 
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Schaduls and Dumdon of Use: 
. Periostat@ Is mcomrnended for long-term daily use (up to one year) at dose [eve( 

of 20 mg b-i-d. 
I 

Dose and Rovte of AdmInistration: 

PeriastatQO Is intended solely for oral sdmfniktian. 
I -. 

Descrfption of Related Products and R8guiabxy 

Existing therapies and those treatments known by the Company to be 
under development for periodontSs are designed primarily to treat the bacteriai 
infection assatiated w3h pefiodontitis on’ a short-term, periodic basis, These 
treatments inciiuda mechanical and sun&at techniques, pmphyfacdc 
approaches, such as mouthwashes. and locally deiivered -@erapi-es, -- . 

We note that a variety of drugs. indicated fbt antimicrobii usa am - 
sometimes regulated under sac&n SO? of the FDC Act and sometimes not 
Tfiese in&de metronidaznle, which is subject to s&ion 505 The precise basis 
for why some antikfectfves are cfassified as antibiotics and others are not is * 
unclear. The agency appears to have been inconsistent in defining drugs that 
are subject to se&on 507. 

O ther Relevant Information: 

By way of background, CollaGenex submitted to FDA the referenced 
pending. NDA for PeriostatQP on August X&1996. The PedostatQP NDA ~88 
accepted for filing on October 29.1896, when CotlaGenex originally submitted 

- the appkation ti was designated as NDA No. 20442. On September 16,1998, ._ .- ___. -..- 
-:..-...-however, CDEfi’s Uv&ion of Dermatolckjc and Dental 6rijj‘Produck (tie - 

‘Division”) Informed the Company that the NDA number had been changed to-- - _ _-- 
50-744, a refIection of the fad. 

=--HE%itifii)iatic apii;EGS5tikI“ 
5i&.?e~~~s?fg~“- -- - - - 

L- son is curen* being 
reviewed by the Division of Dermatologic and UentA Drug Pmduck, mt tie. . 

..me m...-- d-w.--  
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Division of Anti-infective Drug Prqducts. Variaus FDA personnel have irtformed 
CoIlaGenex that its appiicatian is being handled and reviewed under ~actIorr 507 
of the FDC Ad . 

The Dental Dqg Oivisian advised CuflaGenex-when it fkd the NDA that 
ColIaGenex axAd request that the NDA be designated as a 5U5(b) app!icaffon.. 
The Campany WEE also informed, however, b$ the submit&on of such a 
request at that time could ziignificantfy impede the agency’s acceptance &the 
NDA for filing and substantive review- The Division also suggested that e 
ColIaGenex revise the appkabk NDA cover letter and raaddrass the new 
drugfantfbiotk designation issue once the NDA had been accepted for fiSing, 
Therefare, an September 17.1996, CcllaGenex submitted a revised cover letter 
and Form FDA 345h to reflect the new NDA number and to state tiat the NDA 
was submitted pursuant to setian 507 of the FDC Ad rather than section 505, ’ 
The Company is now addressing the antiiitic ‘tssue that Is in dfspti 6y the 
submission of t.hfs designation request Although the agency component 
(CDER) b not in guestfan, the pruduct jurisdictfon of Periostat@ under section 
5U?isindispute- * ’ * - 

CollaGenex’s Recammendatfon: 

CcjltaGenex agrees that the agency component with primary jurisdiction 
far the review of the Periostatm NDA shauld be the Center for Drug Evaluation and 
Reseati, particularly the Division of Dennatologic and Dentat l%oducts, not the 
Division of Anti-Infective Drug Products- Gfven the mechanism of a&on of and the 
indicated use fur the drug which is the subject of NDA 5W74, the Anti-fnfective l 
Division would not be the appropriate Division to review the subfect NW., CollaGen8.x 
also believes *at the apprupriate cfassification of its product fs as a non-enffbiotic drug 

. subject to appmval undei section 505, not section 507, of the FDC Act, for the reason8~ 
discussed below, T-I- - __ - -- 

.\\\ ne.CT--,..*.-r..-- 
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The refevant provisions pe&ining to this recommendation are sedfons 
201(g) and 507(a) of ffie FDC Act, 21 U-S-C. 55 355@).and 357(a): Section 201(g) Is 
pertinent because atttrough sechn 507(a) defines an aritiblotfc, it does so in the 
context of the use of the word ‘drug.’ Section 507 refers to %ny drag . . . for use by 
man” that has certain cbaracteristis further defined by s&on 507(a). Se&on 507 
therefore cannot be read in isolaffon, It must be mad ip conjunctIon with section 2CJl(gj, 
which defines the temr ‘drug’ that is referenced in aectk~n 507, . 

-_ 
In pertinent part section 201 (g) of the FpC Act defines the ward .drug” b 

mean sn artMe ‘w for use in the diagnosis, cum. mitigatio’n, tneatmer& ar 
prevention of disease of man or other animals” (errs~hasis added)- ‘Therefore, whetfier 
a subs?.ance is a *drug” or ‘drug pmduti subjed to section B?(a) dephds on the 
product’s intended use,. FDA’s regulations state that thti words “htended use- or 
words of similar import refer to the objective intent of the manufackmx or a#er person 
I-?aJfy responszBJe hr the labeling of the product 21 C.F.R. 3 201.128 (1998), 

Jjeotive intent can be shown by, among other things, Iaheting ciahs, advertking 
materiats, or oral or written statements-of such persons or their mgresantatfves~ IcL~ - 

. -- 
A product subcategory which me&s tie Wary defJnJtJon of a ‘drug” In 

section 201(g) Is an ‘antibiotic drug” Jf Jt atso me& the requiremsnts of se&on 507(a). 
Under the FOC Act all antibiotics described in section 507 am drugs if tiey meet tie 
requirements of setion 201(g), but not alf drugs are antfbfodca~ T%e impckanca of U&I 
distinction trad’ionalfy is that antibiqtios can be subject to awtification and other 
requirements, whereas most other drugs are not. More relevant today is the 
consideration that although antibiotics are subject to abbreviated applkadons.2 they 8~) 
not subject to the exdusiviky provisions of 7itfe I of the Drug Price Competition and 
Patent Term Restoration Act of 1984 because they are not approved under aon 505. 
Sea 57 fed, Reg. 17950;17951(1992) and Glaxo, trio. V. HecMer, 623 F. Supp. 69 
(EB.N.C. 1985). __ _- z . --- 

_*-e w-v- - _-_.-- - 
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Sectian 507(a) af the fT3C Act defines ,me term ‘antibiotic dfug’ to ma 
‘ani drug intended for use by man car&king any quantffy of any c&&al sub-e 
which is produced by a micruoqanism &which has the w tn #MAt or destroy 
micmorganisms in dffute solution (induding the chemiczllfy synthesized equivafeti of 
any such substance)” (emphases added), It is undeatwbat the ‘Intended fW language 
in section 507 adds, if anything, beyond that same language-appearing in.secUon . 
201 (a) pertaining to iBe general definition uf a drug, nus. for a product ta be 
categorized as an “aMSotS drug, the rest of the language in seciion 507 states&t 
two requirements must be met The drug must boti be produced by a micxuorganism 
(or be the synthetic equivalent thereof) and have the ‘capacity” to inhlbft or destroy 
microorganisms ‘in dflutf3 solution,” In short, tfie definition is two-pronged, stating that 
stab of a compound as an antibiotic is dependent both on its source or, in the case of 
a synthetic product, on its chemical strucfure, and iEs micmbiaJ activity in ‘dilute 
sclutson*” 

Periostat@ does not meet the statutsxy ‘antibiotic drug” provisions af 
ktians 201(a) and 50?(a). It neither is intended for use as an antimicrobial agr+ nor 
does it actually have the capa& to inhibit or-destroy micmatganfsms at the - - ** 
recommended dosage levels that are used to treat periodo%$ti& %k~dinlcai and 
noncfinical studies described in the “Mechanism of Action” section of the Periostat@ 
NOA, which a~ reflective of objective intent, cfearty demonsbate that the only active * 
ingredient in the drug pmduct. doxycydine hycfate, is for use in the treatment of 
periodontitk in 8 manner which is nat dependent upon tie inhibition or destruction af 
microorganisms, - 

, 
Intens of the “source” aspect of the first prong of the antUlfatic definition, 

doxycydine is synthetIcally produced and is not obtained fram microbial soureas, 
Periosta#D does not contain any quantfty of a drug derived from a micmba, partfcutarty 
since microbes do not produce doxycydfne, Furtfter, doxycydine is not the ‘chemically . 
synthesized equ’ivaient!’ of oxytetracycline. Oaxycycline is chemically ciMWent fmm 
oxytetmzyciif;e, Although doxycycline is derived from oxytetracydine, wfiich is obtained 

----_ ?I 

from microorganisms, this fact should not trigger the source requirement of the - 
- --- 

- - - 
definition. Section 507(a) dues nut state that any use of a micrrrorq_an~~~~,~~~roducea- _ *, . ._._ _ .&& -f.&+ty -‘L - -- . ‘I, *t: 6, & di~..-;rt’~;z&~& Ft;lr.~~~p~e~~~-~~;j’-~~~~~~~-orsa~~~~o~-- ‘- .-- ” 

procluce an intermediate or a pre.~rsor of a drug, induding active or iname .-. __- _ . _ - _ . _ 
components, snotiid not render‘th6 p-mduct an antibiatic- -if it.did, this itihrpre!atiod - 

&92-j hU3i’d W-L 
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would ignore the ac&al language of tie+ute. Mqrrtover, such an interpnetatfon 
would require tie agency to engage in a thorough investigation of tile source of every 
component used in the manufacture of 8 @ug, perhaps even for those that do not 
actually appear In tie final drug pmdud 

Undue emphasis on the “sou~cf3~ prong of the antibiotic definition can be ~ 
pmblematic tit other reasons. In this age of modem genetic techniques; . - - *- -- 
micmorgankms can produce a variety of subz+xe.s such as hormones, lnsulfn, and 
other drtrgs.- Then. too, biological dmgs that are regu&ed under se&on 351 of the . 
Public fleakth Sewice Act, 42 U-SC. 5 262. could also be classified as antibiotics under 
this prong of the definition. See Intercenter Agregm&t Betvveen the Center for Drug 
Evaiuation and Research and the Center for 8Iologics Evaluation and Research 
(CRER), at p- 5 (excepting products of cell culture from C8ER regulation that are 
antibiotics). Further, aithaugh antiiotic rqulatfon was establIshed in i945 when there 
was insufficient knowledge and contml of fermentation processes and methods of 
gnalysfs,’ substantfat advances in manufacturing and assay methods have occurred, 
be current lack of any cwtifkation requirements for antfhfotics is testimony to these 
advancements- See 21 C.FR $j 433.1 (1996). Indeed, tie antfbfotic prwisicms, as 
originally enacted, anticipated devetopmentr; that would make antibiotic cetication 
unnec=say. See Statement of Watson EL Miller, May t5,ll34S, on W- -Rept No, 702, 
79th Gong., 1st Sess.. repniw lir Senate Reports, 79th Gong;, 1 St Se_. at p- 11. For . 
this reason, provisions were enacted in 1945. and still am contained in the Iaw today 
that allow for FJMto exempt antihiatic drugs from any of the requiremen& of sectfan 
507, See section 507(c), 21 U.S.Cy g 35?(c). - 

TJxse and other considerations discussed below indicate that whatever 
reiative importance the ‘source prong of the antibldfc definition may once have had 
vis-&vis tha se-nd prong of the definition, such impor&nca seems to have waned 
considerably. The substantfve and distingui?hing aspect of the definition in section 
507(a) therefore pertains to the second prong, the capacity of a drug to inhibtt or 
destroy micmorgan!sz&in difute r;olutiunt .SincPr this quoted ianguagq is not definelr;i-- .- -- 

- in the statute? or in RX‘s reguiations, nar does there appear to be relevant fegistative - 
-- 

w 

See, e.g., Senate Rep. No. 1744, Views of Senators E. McKfniey O&en and 
‘eRamon L. H;;i~ka, repsiinteil’ in 1962 U.S. dade Gong, 8 Arm. News ZE4,2926: -- - T 

_-.e--- _ -- 
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his& an the t&c, we can only presum-e what may have been intended. The 
Ianguage seems to refer to same inherent capacity df a chemical to exert an 
antimicrobial efkct, even when ‘dhted,” Many chemicals can have antimicmbi& 
effkts at ‘high’ doses. whether derived from miuuorgankms or nd To -eat a Hia, 
but relevant phrase, 7he dose is .the poison-’ In the present situatfon, we cannot hefp 
but feel therefore tiat thfs quatedkmguage, coupled with the Mended u8e language af. 
sedan 201(a), is a reference to the dosage levei at w&ah dnrgs am administered. 
Indeed. even cfasskal antibfaffcs, such as erythrtrmycin ur peniciIIin, wii not inhiM or 
destroy microorganisms ta any c!inicaiIy significant d-me-if they are suflkie~ d&&d, 
Slmilaxfy, in the ‘dilute saltian” af the recammended &sage levels of 20 mg b.Ld,, 
PeriastatcB does not have the capacity to inhibit or destroy mfworganisma 

FInally, we nate also that the Clinton Administration and mA in a report 
entitled ‘Reinventing the Regulation of Drugs and Medical 0 avices’ (&xii, 1995) both 
are committed to repeaffng seciian 507. al antiibioiicr woufd f6mralty be made subject 
ta reguftian under se&km 505, Indeed, the practical tealijr today is that 8rkfbiatks 
+xfy are regulated like otfter drugs subject ta section 505, We tier&&e wish to 

emphlsize the signkant competitive anomaly posed by secffon 507 Statw fbr. - 
Periastat@. V@haut Ttte I exclusivity, PeriastatcB, will be subject to generic competitlun ” 
immediatdfy up& pubIic=atian of a relevant antibiotic monograph. Co1IaGene.x has 
invested 34 rnilffon in tfte,develapment af its drug fix periodontal use. An adverse * 
decision wlli enable campetitars to copy Periastam and will fbrce CotlaGenex to spend 
millions of daflarz more in defending its patents covering Periosta#& It aIso wii likely 
discourage further product innovation in the antf-k&ctive area, The potentkl of these 
additional costs could prove devastating b CallaGenex as a smalt company. 

In ffght of the foregoing facts and ‘premises considered, Pe.rio~Qt@ Is not - 
arid should nat be treated as - an antibiotic drug within the meaning of sectfo~ts 201(a) 
and 507(a) afthe FDC Ad CailaGenex therefoe respectfully requests that mA 
designate the Pkiostat@ NDA that has been accepted for filing by tile Division of 
Derrnatalogic and Dental Dwg Products as subject tathemw drug provisions of Sectfan -- 
505, not section 507, of the FCC--kL w 

-...- -- 
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Please rcfis ta your new. drug apptution @J’DA) dad August, 30.1996, re&val &&st 50, 
1996, dmictd under section SUS@} of the FcdcraI Food, Drug snd Cosmic kt fiK . 
Puioscac- (d-c hyckt USP) Capsulc~, 20 mg. WC note thst this applkaion is s&j&t 
to the exemption pcwisions contained in saxion 12S(d)(Z) oflcttfc I of& FDA Modankgtion . . 
AdOfi997. 

We ahowldge mGpt of your submkioru da&! Augujt ZIS, Oczobcr I, Nwank 13, 
D&tmber8,15)97;Jarmary6.14,andX9,Februuy~U,MafdrZ18.and3l,ApriIUud28, 
Iuiy 9 and 29, and Sqccxnber 3.14.16. u, 24 (2). and 25,1998. Your submission ofMash 3 t, 
1998 cxudhtti H M rupansc CO aur August 27,1997, s&on Iata, 
this nppliadon k Ocmbcr 1, 1998. 

The ufb fet goal dai?for . 

This new drug applicaion provides fix Ihc use of PuiostaP (doxyc&intz l@ak USP) 
CapszIlq 20 sng as an adjunct to slJbgingi\ril rrcjling and root planing to promote prtnw Ievel 
gain and to ruiucai pockr depth in paciaxs with adult pc&io&k . 

4OJj za:oi ZQ-6I-w 
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In addition, pkuc sub& thrw c4pics attic ind~or]r prvmo~onul matuG& that you prspaw 
to use fk this pro&c& ,%Il pqmai m.aruiaIs sboufd be s&mined in draft 01 mockup Eorr?, nnt 
final print Pkasc submit one copy tu this Division and hw copies of both the prurp<itioael: . 
materids and she pfukagc insert d&s&y to: 

Division of Drug Mare Advedsing, ad Coacati~~, HFD4Q 
Food and Dmg Adrrhim&m 

~5600F~Lana - 
R-s W@md 30657 - -A-. . 

Pleaw submit one ma&t pacbgc of-the drug produa wha it is rvaibbk 

Wa rem&d you that you & comply with the rquiruncnts for an apptovai NDA SC3 fhh nndc? 
21 CFR 3 14.80 and 3 14-81. 

_ 
_ _ ._- -.--_- - _. .._ --y.-T-~--_~ 

..- -. 
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202-736-3615 
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T-o-q- - 

November l&2002 

Elizabeth H. Dickinson, Esq. 
Associate General Counsel 
Food and Drug Administration 
5600 Fishers Lane 
Rockville, MD 20857 

Re: CofIaGenex ExclusivirV for Perk&at? 

Dear Ms. Dickinson: 

-On Friday, I promised to provide the attached previous correspondence with FDrh on 
the PerioStat* exclusivity question, I’ve also attached the approval letter, which says that the 
application is subject to the antibiotic transition provision of FDAMA. 

There are some other points that would come up in a litigation that were not raised in 
the letter to Dr. Lumpkin, although at least some were discussed in a subsequent telephone 

_ conversation. We’ll plan to discuss on Weduesday these additional points as well as the ones 
in the letter to Dr. Lumpkin. 

We’re looking forward to seeing you on Wednesday. 

Sincerely, ._ 

(  

._: -  :. _ -  . . -  
_  - -  . . . 

.- 



ec, 201 FEllERAL FOUlI, DRUC. AND CUSMETIC ACT I2 

UP ation after notice and comment, finding that the article 
Go” d be la&xl under this Act. 

:xcept for 
eemed to 

W-poses of section 201(g), a dietary supplement shall be 
Ee a food within the meaning of this Act. 

<gg> Tlie t&m ‘processed food” means any food other than a 
IW agricultural commodity and includes any raw agricultural com- 
~odity that has been subject to processing, such as canning, cook-. 
lg, freezing, dehydration, or milling. 

(hh) The term “Administrator” means the Administrator of the 
nited States Environmental Protection Agency. 

(ii) The term “compounded positron emission tomography 
ug”- 

(I) means a drug that- 
(A) exhibits spontaneous disintegration of unstable 

nuclei by the emission of positrons and is used for the pur- 
pose of providing dual photon positron emission tomo- 
graphic diagnostic images; and 

(B) has been compounded by or on the order of a prac- 
titioner who is licensed by a State to compound or order 
compounding for a drug described in subparagra h (A), 
and is compounded in accordance with that State’s L w, for 
a patient or for research, teaching, or quality contro$ and 
(21 includes any nonradioactive reagent, reagent kit, tngre- 

dient, nuclide generator, accelerator, target material, electronic 
synthesizer, or other ap 
-3sed in the preparation o 4 

aratus or computer program to he 
such a drug. 

1 The term “antibiotic drug” means any drug (except 

CL? 
%r . use in animals other than humans) composed wholl. or p 

any kind of penicillin, streptomycin chlortetracy ChlOd 
tphenicol, bacitracin, or any other dru intended for h&an use 
1-g any quantity of any chemi J substance which is pro- 
ted by a micro-organism and which has the ca 

P 
acity to inhibit 

destroy micro-organisms in dilute solution (inc uding a chemi- 
~~~y~ndxd equivalent of any such substance) or any deriva- 
I * 

CBAP’I’ER III-PROHIBITED A 

PROHIEMED A 

SEC. 301. [21 U.S.C 3311 The fo 
thereof are hereby prohibited: 

fd The introduction or delivery fo 
commerce of any food, drug, device, or 
or misbranded 

(b) The adulteration or misbrandi 
or cosmetic in interstate commerce. 

cc) The receipt in interstate c0mm~ 
or cosmetic that is adulterated or mi$ 
proffered delivery thereof for pay or oti 

(d) The introduction or delivery fo 
commefce of any article in vioiation of 

(e) The refusal to permit access ti 
required by section 412, 504, or 703; I 
maintain any record, or make any re 
412,504,505(i) or&),512(aX4XC),51 
or the refusal to permit access to or v 
such required record. 

(0 The refusal to permit entry or 
section 704. 

lg> The manufacture within any Tc 
vice, or cosmetic that is adulterated or 

(h) The giving of a guaranty or un 
tion 303(cX2), which guarane or unde 
person who relied upon a guaranty or 
feet signed by, and containing the nam 
residing in the United States from wh* 
the food, drug, device, or cosmetic; or 
undertaking referred to in section 31 
undertaking is false. 

(iX1) Forging, corinterfeiting, 9; 
resenting, or without proper authority 
label, or other identification device aut 
lations promulgated under-the provisior 

(2) Making, selling, disposing of. 01 
trol, or custody, or concealing any punt 
thing designed to print, imprint, or rep 
name, or other identifying mark, imPI 
any likeness of any of the foregoing uF 
labeling thereof so as to render such dr 

(3) The doing of any act which cat 
feit drug, or the sale or dispensing. or’ 
pensing, of a counterfeit drug- 

13 


